The diagnosis of congenital tuberculosis (TB) is often difficult as clinical signs are nonspecific. The maternal history of TB therefore remains an important tool in the diagnosis of congenital TB. In this case report, we present a patient with congenital TB, whose diagnosis was delayed because the mother was asymptomatic and there was a delay in eliciting a family history of TB. This highlights the importance of obtaining a detailed history on admission.
Introduction
In South Africa, the incidence of tuberculosis (TB) is in excess of 500/100 000. 1 In the Gauteng province, the incidence is 237/100 000, with the incidence of multi-drug-resistant TB being 1.8/100 000. 1, 2 Human immunodeficiency virus has led to a 2.5-fold increase in the incidence of TB and a fivefold increase in the incidence of congenital TB. 3, 4 In this report, we present a human immunodeficiency virus-exposed neonate with congenital TB without a history of maternal TB, presenting with worsening respiratory distress in the first week of life.
Case Report
Patient BN was a male neonate born at term by cesarean section for fetal distress, weighing 3810 g following a normal pregnancy to a 20-year-old primigravida mother who tested human immunodeficiency virus positive at antenatal testing. Both the mother and her baby received a single dose of Nevirapine (Ingelheim Pharmaceuticals (Pty) Ltd, Pine Avenue, Randburg, Gauteng Province, South Africa). Apgar scores were 8 and 9 at 1 and 5 min, respectively. He developed respiratory distress requiring supplemental oxygen. The abdomen was distended with 2-cm hepatomegaly, and rectal examination revealed a patent anus. The chest radiograph showed diffuse bilateral infiltrates, suggesting congenital pneumonia (see Figure 1) . Penicillin G and gentamicin were commenced. He subsequently required mechanical ventilation. The abdominal distension was attributed to an ileus.
The complete blood count showed a total white cell count of 13.75 Â 10 9 per l with 57% neutrophils, 39% lymphocytes and 3% monocytes, hemoglobin of 13.2 g per 100 ml and a platelet count of 123 Â 10 9 per l. The C-reactive protein on day 2 was 74.2 mg l À1 (normal<10 mg l À1 ). 5 Repeat complete blood counts showed an increasing white cell count and persistent thrombocytopenia ranging from 6 to 33 Â 10 9 per l. The C-reactive protein remained elevated at 187 mg l À1 by day 7. A human immunodeficiency virus PCR performed on day 6 was negative. Blood cultures remained negative.
Repeat chest X-ray showed previous infiltrates with cystic areas in the right lower and middle lobes ( Figure 2 ). On day 6, he subsequently developed ascites and hepatomegaly (4 cm) with a conjugated hyperbilirubinemia and associated transaminitis (conjugated bilirubin fraction 80% of total bilirubin-201 mg per 100 ml; ALT: 203 IU l À1 and AST: 747 IU l À1 ). With no improvement, antibiotics were changed to meropenem and vancomycin. Amphotericin B was subsequently added because of persistent thrombocytopenia. Lumbar puncture and liver biopsy were deferred because of persistent thrombocytopenia and abnormal prothrombin index. With no response to antimicrobial therapy at day 15, the diagnosis of TB was considered. Being intubated, tracheal aspirates (instead of gastric aspirates) were sent for acid-fast bacilli staining. An ascitic tap was performed and fluid was also sent for acid-fast bacilli staining. Thereafter, empiric anti-TB treatment was commenced (rifampicin, isoniazid, pyrazinamide and ethionamide).
The patient died on day 16, with the mother being asymptomatic. Postmortem lung and liver biopsies were performed, as parents refused a full postmortem. The tracheal aspirate, ascitic fluid, liver and lung biopsies were positive for acid-fast bacilli. All of these cultured a sensitive Mycobacterium tuberculosis. When these results were communicated to the mother, we discovered that she had been diagnosed with pulmonary TB 3 weeks following her baby's death. During her pregnancy, she was in contact with her brother, who was on anti-TB treatment. A final diagnosis of congenial tuberculosis was made.
Discussion
Transmission of TB to the fetus can be either hematological (transplacental) or by aspiration and/or ingestion of infected amniotic fluid (in utero or intrapartum). 6 Diagnosis of congenital TB is suspected in an infant with signs suggestive of congenital TB and a maternal history of TB and/or whose mother shows signs suggestive of TB. However, up to 60 to 70% of mothers are asymptomatic. 6, 7 The clinical manifestations of the disease in the neonate are often nonspecific. [6] [7] [8] The diagnosis of congenital TB is based on Cantwell's revision of Beitzki's criteria, which include the presence of primary lesion in the first week of life, primary complex in the liver and maternal genital tract or placental TB. 6 Singh et al. 9 reported laboratory and clinical findings that may suggest congenital TB, which include a newborn from a TB endemic area with unresponsive worsening pneumonia, a mother with TB and a baby with nonspecific symptoms and the presence of hepatosplenomegaly and fever. Our case, from a TB endemic region, having an unresponsive worsening pneumonia associated with hepatomegaly and ascites, with a history of TB contact in the family, meets the above criteria. Failure to elicit the history of TB contact suggests either that the mother was not asked or that she was unaware of the importance of this history. This highlights the importance of eliciting a relevant history from caregivers.
Signs and symptoms appear after the first 3 weeks of life at a median age of 28 days (range: 1 to 84 days). 6 The common pre-diagnosis signs are respiratory distress (77%) and hepatic and/ or splenic enlargement (60%). [6] [7] [8] 10 Our patient presented with respiratory and abdominal signs, suggesting the primary portal of entry to be most likely through aspiration and/or ingestion of TB-infected amniotic fluid (intrapartum route). Thereafter, dissemination of the disease through the portal vein and the lymphatics probably led to hepatomegaly and ascites.
For the diagnosis of TB, tuberculin skin testing is positive in less than 15% of cases of congenital TB. 6, 10 Gastric or tracheal aspirates are positive for TB in 80% of cases. 6, 10 Liver biopsy can have a sensitivity of 100%. 10 The neonatal mortality from congenital TB is 10 to 50%. 6, 7, 10 Infants who present after 4 weeks of age have a 77% survival rate compared with 44% survival in those who present before 4 weeks. 10 When a patient is diagnosed with TB in a health-care facility, it is recommended that a surveillance of the unit be performed. 11, 12 This was not done in this case, as it was unlikely to have put other patients or staff at risk. First, neonates are poor transmitters of TB because they cannot cough forcefully. Second, being intubated and ventilated, suctioning was performed through a closed system ('in-line'). Third, at the time of the baby's illness and death, the mother was asymptomatic. Our case highlights the importance of taking a detailed history from patients and having a high index of suspicion for congenital TB in those who present with congenital pneumonia not responding to antibiotics. In the absence of a positive maternal history, TB should not be excluded in these infants.
